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DETAILED ACTION 

The amendment filed 03/21/2005 has been entered. Claims 1-9, 1 1-20 are pending and 
being examined. 



5 Maintained Formal Matters^ Objections, and/or Rejections: 

Specification 

The disclosure is objected to because it contains an embedded hyperlink and/or other 
form of browser-executable code. AppHcant is required to delete the embedded hyperlink and/or 
other form of browser-executable code. See MPEP § 608.01 . 
10 It is acknowledged that AppUcants' deleted the hyperlink on page 18, Unes 1-6. 

However, there is another hyperlink about eight paragraphs later. 



Claim Rejections - 35 USC§§ 101, 112 

Claims 1-9, 1 1-20 are rejected under 35 U.S. C. 101 because the claimed invention is not 

15 supported by either a specific and substantial asserted utility or a well estabhshed utility. 

Applicants argue that the data and statements made by Haynes are not compelUng 

because Haynes found that generally increased expression leads to increased protein levels. The 

examiner does not agree with Applicants' characterization of Haynes because Haynes states: 

These results suggest that even for a population of genes predicted to be relatively 
20 homogenous . . . , the protein levels cannot be accurately predicted from the level of the 

corresponding mRNA transcript. Page 1863, left column, full paragraph 1. 



"... it is evident that the analysis of mature protein products in cells is essential as there 
are numerous levels of control of protein synthesis , degradation, processing and 
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modification, which are only apparent by direct protein analysis." Page 1863, right 
column, full paragraph 2. 

Therefore, the statements made by Haynes would compel the skilled artisan to question the 

5 asserted utilities of the claimed degenerate polynucleotides (the only use of which is in the 

production of the encoded polypeptide), when the present specification has only provided a 

differential analysis of PR03579 mRNA expression. 

Applicants argue that Haynes conclusions are based on the analysis of only a small 

subpopulation of proteins. AppUcants' arguments have been fully considered but they are not 

10 persuasive. While Haynes conclusions may be based only on the proteins that were detectable, 

this does not vitiate Haynes finding that among the proteins that were detectable "... the protein 

levels cannot be accurately predicted from the level of the corresponding mRNA transcript" 

(page 1863, left column, full paragraph 1). Nor does it invalidate Haynes conclusion that: 

The multi-level control of protein synthesis and degradation in cells mean that only the 
15 direct analysis of mature protein products can reveal . . . their amounts." Page 1870, left 

column, last full paragraph. 

Applicants argue that PR03579 is not analyzed, mentioned, or taught by Haynes. 
Applicants' arguments have been fiiUy considered but they are not persuasive. Neither does the 
20 present specification analyze PR03579 polypeptide expression. In fact, the present specification 
does not provide any information regarding the expression, role, or activity of the PR03579 
polypeptide in cancer. 

Applicants argue that Haynes analyzed a yeast genome, not a cancerous mammalian 
tissue. Applicants' arguments have been fiiUy considered but they are not persuasive. Haynes 
25 was cited as providing evidence that protein levels cannot be accurately predicted from mRNA 



Application/Control Number: 10/063,722 Page 4 

Art Unit: 1647 

levels, and that variances as much as 40-fold or even 50-fold were not uncommon (page 1863). 
Haynes used yeast as an art-accepted model for eukaryotic systems. 

Applicants direct the examiner's attention to Kawamoto (Gene. 1996 Sep 26; 174(1): 151- 
8) and Yousef (Cancer Res. 2003 May l;63(9):2223-7). Kawamoto has been considered. 
5 Although Kawamoto shows a positive correlation between the abundance of the liver transcript 
and the protein concentration in the serum, Kawamoto does not know if this correlation holds for 
proteins that are not secreted into the plasma (page 153, left column, full paragraph 1). The 
present specification indicates that the PR03579 polypeptide is a membrane protein, i.e., not a 
secreted protein, by the presence of the transmembrane domain(s) (Figure 102). In addition, 

10 Anderson (Electrophoresis. 1997 Mar-Apr; 18(3-4): 533-7) reanalyzed the values of Kawamoto 
and found Kawamoto's higher correlation coefficient to be less convincing because one gene 
product (albumin) exercises a disproportionate influence on the correlation coefficient. If 
albumin is omitted from the calculation, the correlation coefficient is reduced to -0. 19, which 
suggest a very poor correlation. See Anderson at page 536, right column, full paragraph 2. 

15 Yousef has been considered. However, Yousef indicates that further experimentation is 

necessary to establish the usefulness of these KLKs for diagnosis, prognosis, and treatment of 
ovarian cancer (page 2226, right column, last paragraph). Therefore, Yousef, which discloses 
more about a potential cancer diagnostic, prognostic, or treatment than the present specification 
discloses about PROS 579, supports and is consistent with the examiner's position that the 

20 present specification fails to disclose enough information about the invention to make its 

usefulness immediately apparent to those familiar with the technological field of the invention. 
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and that the present disclosure is singly a starting point for further research and investigation 
into potential practical uses of the claimed polynucleotides. 

Applicants argue that Hancock has no bearing on PR03579 and should not be considered 
as prior art. AppUcants' arguments have been fiilly considered but they are not persuasive. 
5 Hancock is consistent with Haynes. Namely, the analysis of protein products is essential because 
protein expression levels are not predictable from the ntiRNA expression levels. One skilled in 
the art would be required to do further research in order to determine whether or not the 
PR03579 polypeptide levels changed significantly in the tumor samples. Such a further research 
requirement makes it clear that the presently asserted utihties are not yet in currently available 

1 0 form, i.e. , they are not substantial. 

Applicants argue that Hu does not support the establishment of a baseline of expression 
data as being correlative with a tumor type because even though a gene that is overexpressed in 
one type of breast cancer may not be overexpressed in another type of breast cancer, its 
overexpression would lead the skilled artisan to conclude that the gene is involved in breast 

15 cancer. AppUcants argue that as long as PR03579 is overexpressed in one type of melanoma, 
then this is enough to satisfy the utility requirement. AppUcants' arguments have been fully 
considered but they are not persuasive. In the instant case, the specification provides data 
showing a qualitative difference in PR03579 mRNA levels between melanoma tumor and 
normal skin. PR03579 mRNA was more highly expressed in melanoma tumor as compared to 

20 normal skin. Hu was cited as countervailing evidence to show that the significance of the 

disclosed analysis of PR03579 mRNA expression in relation to cancer diagnosis or treatment is 
unknown., Jhe skilled artisan recpgnizes that in differential display analysis of mRNA 
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expression there are biologically relevant results as well as biologically irrelevant results. See 
Hu (J Proteome Res. 2003 Jul-Aug;2(4):405-12), which teaches that "[h]igh-throughput 
technologies, such as proteomic screening and DNA micro-arrays, produce vast amounts of data 
requiring comprehensive analytical methods to decipher the biologically relevant results" 
5 (Abstract). "In any microarray experiment, thousands of genes may demonstrate statistically 
significant expression changes, but only a fraction of these may be relevant to the study" (page 
405, left column, fiiU paragraph 1). Therefore, in any microarray experiment there are also 
biologically irrelevant results and further research is required in order to determine which resuhs 
are biologically relevant. One skilled in the art would not know if the disclosed PR03579 

10 mRNA expression is significant or insignificant, relevant or irrelevant. The present specification 
fails to disclose enough information about PR03579 mRNA expression to make its usefiilness 
immediately apparent to those familiar with the technological field of the invention. 

Applicants argue that Wang is a favorable reflection on the instant data because it 
supports AppUcants' use of mRNA expression as a valid means of facilitating the discovery of 

1 5 novel therapeutic targets in melanoma. Applicants argue that they have done as Wang suggest 
and that they have met all the factors that Wang suggests. Applicants' arguments have been 
fully considered but they are not persuasive. The examiner can accept, for arguments sake, that 
gene e3q)ression analysis, tools or techniques have the potential for the discovery of new 
diagnostic or therapeutic targets. However, one skilled in the art would not know if the disclosed 

20 PR03579 mRNA expression is significant or insignificant, relevant or irrelevant. . The 

examiner does not agree that such a disclosure provides a "specific benefit in currently available 
form." This further characterization is part of the act of invention and until it has been 
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undertaken Applicants* invention is incomplete. The examiner also disagrees with Applicants' 
assertion that they have met all the factors that Wang suggests because the present specification 
does not provide any information regarding the target validation of PR03579 polynucleotide or 
polypeptide. 

5 Applicants argue that "how much higher" or "how much lower" is not relevant to the 

issue at hand, nor is it required. Applicants' arguments have been fiilly considered but they are 
not persuasive. One skilled in the art would not know if the disclosed PR03579 mRNA 
expression is significant or insignificant, relevant or irrelevant. Consequently, the skilled artisan 
would have a legitimate basis to doubt the utility of the PR03579 polynucleotide for either 
1 0 cancer diagnosis or treatment. 

Applicants argue that PR03579 is an acyltransferase, citing Brown (1994) and Knutson 
(1995). However, Brown (1994) and Knutson (1995) are not of record in the present application 
and the examiner cannot consider evidence that is not of record. 

Applicants argue that the mouse homolog of PR03579 was reported by Cao (J Biol 
15 Chem. 2004 Jul 23;279(30):3 1727-34). Applicant's arguments have been fully considered but 
they are not persuasive. Cao reports that the murine acyl-CoA:lysocardiolipin acyltransferase 1 
(ALCATl) recognizes both monolysocardiolipin and dilysocardiolipin as substrates with a 
preference for hnoleoyl-CoA and oleoyl-CoA as acyl donors. In contrast, no significant 
increases in acyltransferase activities by the recombinant ALCATl were detected against either 
20 glycerol-3-phosphate or a variety of other lysophospholipids as substrates, including 

lysophosphatidylcholine, lysophosphatidylethanolamine, and lysophosphatidylserine. See the 
. Abstract. Cao also discloses that cardiolipin jsjhe only known dini^c phospholipid, coi^isting 
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of four fatty acyl chains, which is restricted to CI 8 chains dominated by the linoloeyl group 
(CI 8:2), The unique fatty acyl con5)osition is believed to be important for its proper biological 
functions. However, the formation of the unique fatty acyl content of cardiolipin does not occur 
during de novo biosynthesis, because the enzymes of the cardioUpin biosynthetic pathway lack 
5 appropriate substrate selectivity. Hence, newly synthesized cardiolipin is believed to undergo a 
remodeling process to achieve its appropriate acyl content. See page 31727, right column, full 
paragraph 1. However, the present specification provides no guidance regarding the substrate 
specificity or acyl donors of PROS 579. Therefore, simply disclosing "acyltransferase activity" 
would not reasonably lead the skilled artisan to the unique substrate activity of PR03579. Cao 

10 makes it clear that the asserted "acyltransferase activity" is not yet in currently available form, 
i.e., it is not substantial. 

The present rejection is based upon Applicants' failure to disclose to disclose enough 
information about the invention to make its usefulness immediately apparent to those familiar 
with the technological field of the invention. In the present case, the specification does not 

15 provide any testing of the level of expression, activity, or role in cancer of the PR03579 

polypeptide. In the absence of this testing and in the presence of evidence, i.e., Haynes and Hu, 
that protein levels are not always consistent with mRNA levels, and that the significance or 
relevance of the disclosed PR03579 mRNA expression in relation to cancer diagnosis or 
treatment is unknown, the examiner concludes that there is no basis for concluding that the 

20 skilled artisan would be convinced that it is more likely than not that the PR03579 

polynucleotide, polypeptide and antibodies could be used for the diagnosis or treatment of 
- - cancer.__ _ 
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Applicants' conclusion regarding the utility of the claimed invention has been considered 
but it is not persuasive. In the present case, the disclosure that DNA68862-2546 is more highly 
expressed in melanoma tumor as con5)ared to normal skin does not prove that the claimed 
polynucleotides will perform as cancer diagnostics or therapeutics. The differential expression 
5 of the PR03579 polynucleotide cannot be equated to and has not been adequately correlated with 
the contemplated cancer diagnostics or therapeutics of the claimed polynucleotides. The claimed 
polynucleotides have not been tested to the extent that utility would be known to those of skill in 
the art. 

10 Claims 1-9, 1 1-20 are also rejected under 35 U.S.C 1 12, first paragraph. Specifically, 

since the claimed invention is not supported by either a specific and substantial asserted utility or 
a well established utility for the reasons set forth above, one skilled in the art clearly would not 
know how to use the claimed invention. As Applicants recognize, a rejection under § 1 12, first 
paragraph, may be maintained on the same basis as a lack of utility rejection under § 101 . A 

15 deficiency under 35 U.S.C. 101 also creates a deficiency under 35 U.S.C. 1 12, first paragraph. If 
the appUcation fails as a matter of fact to satisfy 35 U.S.C. § 101, then the application also fails 
as a matter of law to enable one of ordinary skill in the art to use the invention under 35 U.S.C. § 
1 12. Obviously, if a claimed invention does not have utility, the specification cannot enable one 
to use it. As such, a rejection properly imposed under 35 U.S.C. 101 should be accompanied 

20 with a rejection under 35 U.S.C. 1 12, first paragraph. The 35 U.S.C. 112, first paragraph, 
rejection set out a separate rejection that incorporates by reference the factual basis and 
- conclusions set-forth in.theJ5JJ.S.C. . 101 rejection., A_35 U.SX^. 1 12, first paragraph, rejection 
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should be imposed or maintained when an appropriate basis exists for imposing a rejection under 
35 U.S.C. 101. 

Claims 1-9, 14-20 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply 
5 with the enablement requirement. The claim(s) contains subject matter which was not described 
in the specification in such a way as to enable one skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and/or use the invention. 

The rejection of record is applied to claims 11, 12, 13 over how to use the claimed 
polypeptides having acyltransferase activity. 
10 The examiner construes these claims as if they were directed to or encon5)assed a nucleic 

acid molecule encoding a polypeptide having acyltransferase activity. 

Applicants argue that the specification discloses how to make PR03579 variants and that 
the addition of the functional limitation allows the skilled artisan to make and test the variants for 
acyltransferase activity. Applicant's arguments have been fully considered but they are not 
15 persuasive. As indicated by Applicants, the mouse homo log of PR03579 was reported by Cao (J 
Biol Chem. 2004 Jul 23;279(30):3 1727-34). Cao reports that the murine acyl- 
CoAilysocardiolipin acyltransferase 1 (ALCATl) recognizes both monolysocardiolipin and 
dilysocardiolipin as substrates with a preference for linoleoyl-CoA and oleoyl-CoA as acyl 
donors. In contrast, no significant increases in acyltransferase activities by the recombinant 
20 ALCATl were detected against either glycerol-3-phosphate or a variety of other 
lysophosphohpids as substrates, including lysophosphatidylcholine, 
- - lysophosphatidylethmiolamine, _and lysophpsp^ See the Abstract. Cao also 
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discloses that cardiolipin is the only known dimeric phosphoUpid, consisting of four fatty acyl 
chains, which is restricted to CI 8 chains dominated by the linoloeyl group (CI 8:2). The unique 
fatty acyl con5)osition is beUeved to be important for its proper biological functions. However, 
the formation of the unique fatty acyl content of cardiolipin does not occur during de novo 
5 biosynthesis, because the enzymes of the cardioUpin biosynthetic pathway lack appropriate 
substrate selectivity. Hence, newly synthesized cardiolipin is beUeved to undergo a remodeling 
process to achieve its appropriate acyl content. See page 31727, right column, full paragraph 1. 
However, the present specification provides no guidance regarding the substrate specificity or 
acyl donors of PR03579. The present specification provides no guidance as to the amino acids 

10 in PR03579 which are important for its catalytic activity, substrate specificity, and structural 
integrity and which are expendable or substitutable. In the absence of this information a skilled 
artisan would have to resort a substantial amount of undue e3q)erimentation involving random 
mutation of over 400 amino acid residues, random testing of suitable substrates, and random 
testing of suitable acyl donors before they could even begin to rationally design a functional 

15 nucleic acid molecule encoding a PR03579 polypeptide having acyltransferase activity. While a 
specification need not disclose what is well known in the art, that rule does not excuse an 
appUcant from providing a complete disclosure. It is the specification, not the knowledge of one 
skilled in the art, that must supply the novel aspects of an invention in order to constitute 
adequate enablement. The current claim limitations are analogous to those of claim 7 of U.S. 

20 Patent No, 4,703,008, which was held to be invalid under 35 U.S.C. § 1 12, first paragraph, for 
want of enablement in Amgen Inc. v. Chugai Pharmaceuticals Co. Ltd., 18 USPQ 2d, 1016 

(CAFC, 3/5/91, see page 1026, secti on D ). In that instance a claim to a nucle ic ac id molecule 
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encoding a polypeptide having an amino acid sequence sufficiently duplicative of the amino acid 
sequence of erythropoietin (EPO) so as to have a specified biological activity was held to be 
invalid under 35 U.S.C. § 1 12, first paragraph, for want of enablement. This Umitation is 
analogous to the percent identity and hybridization limitations of the present claims. The 
5 disclosure upon which that claim was based described a recombinant DNA encoding EPO and a 
few analogs thereof That disclosure differs from the instant specification because, whereas the 
present specification describes a native PR03579 cDNA sequence encoding the amino acid 
sequence of SEQ ID NO: 102, it does not describe even a single variant thereof The court held 
that what is necessary to support claims of this breadth is a disclosure sufficient to enable one 

10 skilled in the art to cany out the invention commensurate with the scope of the claims. That 
means disclosing how to make and use enough sequences to justify the grant of the patent 
protection sought in the present claims. As indicated, the present specification is even more 
limited than the *008 patent because it describes only a single protein and no analogs or mutants 
thereof and, therefore, provides even less support than the *008 specification for claims of 

15 comparable scope and which were held to be invalid in that patent. Although an Inventor should 
be allowed to donmnate future patentable inventions of others where those inventions were based 
in some way on his teachings, since such improvements, while unobvious from his teachings, are 
still within his contribution, since improvement was made possible by his work; he must not be 
permitted to achieve this dominance by claims which are insufficiently supported and, hence, not 

20 in compliance with first paragraph of 35 U.S. C. 112, which requires that scope of claims must 
bear a reasonable correlation to scope of enablement provided by specification to persons of 
ordinary skill in the art; in cases involving predictable factors, such as mechanical or electrical 



Application/Control Number: 10/063,722 Page 13 

Art Unit: 1647 

elements, a single embodiment provides broad enablement in the sense that, once imagined, 
other embodiments can be made without difficulty and their performance characteristics 
predicted by resort to known scientific laws; in cases involving iinpredictable factors, such as 
most chemical reactions and physiological activity, scope of enablement varies inversely with 
5 degree of unpredictability of factors involved. It is noted that there is not a single example in the 
present specification, working or prophetic, of a PR03579 protein having acyltransferase activity 
or of a PR03579 protein whose amino acid sequence deviates fi*om the native sequence of SEQ 
ID NO: 102. The present specification does not provide a description of a repeatable process of 
producing a polypeptide having acyltransferase activity, whose sequence deviates from the single 

10 disclosed, native PR03579 sequence. To practice the present invention in a manner consistent 
with the breadth of the claims would not require just a repetition of work that is described in the 
present application but a substantial inventive contribution on the part of a practitioner which 
would involve the determination of the substrate specificity and catalytic activity of PR03579 
and the determination of those amino acid residues in the amino acid sequence of SEQ ID NO: 

15 102 which are required for the functional and structural integrity of that protein. It is this 
additional characterization of that single disclosed, native protein that is required in order to 
obtain the functional and structural data needed to permit one to produce a protein which meets 
both the structural and functional requirements of the present claims that constitutes undue 
experimentation. In conclusion, the present specification provides no working examples and no 

20 guidance that would permit an artisan to practice the invention commensurate with the scope of 
the present claims. In view of the breadth of the claims, the limited amount of direction .and 
- working examples provided by the inventor, the impredictability in the art and the quantity of 
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experimentation needed to make or use the invention based on the content of the disclosure, it 
would require undue experimentation for the skilled artisan to make and/or use the full scope of 
the claimed invention. 



5 Claims 1-5, 14-20 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply 

with the written description requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to reasonably convey to one skilled in the relevant 
art that the inventor(s), at the time the application was filed, had possession of the claimed 
invention. 

10 The rejection of record is applied to claims 6-9, 11-13 over the lack of a description of 

polypeptides having acyltransferase activity in such a way as to reasonably convey to one skilled 
in the relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. 

Applicants do not address this rejection in their response filed 03/21/2005, To the extent 
15 Applicants may have intended to apply their arguments regarding enablement of the claimed 
invention to the present rejection. Applicant's arguments have been fiiUy considered but they are 
not persuasive. Vas-Cath makes clear that the written description provision of 35 U.S.C. §1 12 is 
severable from its enablement provision. 

In addition and as indicated by Applicants, the mouse homolog of PR03579 was reported 
20 by Cao (J Biol Chem. 2004 Jul 23;279(30):3 1727-34). Cao reports that the murine acyl- 
CoA:lysocardiolipin acyltransferase 1 (ALCATl) recognizes both monolysocardiolipin and 
- dilysocardiolipin as substrates. with apreference for linoleoyUCo A_and oleoyl-CoA as acyl 
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donors. In contrast, no significant increases in acyltransferase activities by the recombinant 
ALCATl were detected against either glycerol-3 -phosphate or a variety of other 
lysophospholipids as substrates, including lysophosphatidylchoHne, 
lysophosphatidylethanolamine, and lysophosphatidylserine. See the Abstract. Cao also 
5 discloses that cardiolipin is the only known dimeric phosphoUpid, consisting of four fatty acyl 
chains, which is restricted to CI 8 chains dominated by the hnoloeyl group (CI 8:2). The unique 
fatty acyl composition is believed to be important for its proper biological functions. However, 
the formation of the unique fatty acyl content of cardiolipin does not occur during de novo 
biosynthesis, because the enzymes of the cardiolipin biosynthetic pathway lack appropriate 

10 substrate selectivity. Hence, newly synthesized cardiolipin is believed to undergo a remodeling 
process to achieve its appropriate acyl content. See page 31727, right column, full paragraph 1. 
However, the present specification does not describe the substrate specificity or acyl donors of 
PROS 579. Generalized language, such as "acyltransferase activity," does not detail the substrate 
specificity or acyl donors of PR03579, and therefore does not describe the acyltransferase 

15 activity of PR03579 because such a disclosure would not reasonably lead those skilled in the art 
to the particular substrate specificity or acyl donors of PR03579. Sinf^ly describing a large 
genus of activities, such as "acyltransferase activity," is not sufficient to satisfy the written 
description requirement as to the particular substrate specificity or acyl donors of PR03579. 



20 Claim Rejections • 35 USC §102 

Claims 1-9, 1 1-17 are rejected under 35 U.S.C. 102(f) because the applicant did not 
- --invent-the_claimedsubject_matter. . „. _ „_ _ 
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Applicants argue that the Incyte EST clone no. 2377329 sequence is only 197 bases long. 
Applicants argue that the novel sequence discovered by Applicants is not covered by the Incyte 
clone. Applicants argue that the Incyte clone does not provide complete conception of the 
claimed invention. Apphcants argue that conception began with Applicants' bioinformatic 
5 techniques, and therefore is not derivation under 35 U.S.C. 102(f). Applicants argue that the 
full-length sequence could not be derived. Applicants argue that the purchase of a partial clone 
is not derivation under the intent of 35 U.S.C. 102(Q. Applicants argue that conception was not 
completed by Incyte. Applicant's argxmients have been fully considered but they are not 
persuasive. According to U.S. Provisional application No. 60/172,262: 

10 the Incyte EST clone no. 2377329 was purchased and the cDNA insert was 

obtained and sequenced. The sequence of this cDNA insert is shown in Figure 1 
and is herein designated as DNA68862-2546. Clone UNQ1849 (DNA68862- 
2546) contains a single open reading frame with an apparent translational 
initiation site at nucleotide positions 210-212 and ending at the stop codon at 

15 nucleotide positions 1452-1454 (Figure 1). The predicted polypeptide precursor 

is 414 amino acids long (Figure 2). 

The only arguable contribution that Applicants make is the identification of the 

nucleotide sequence of SEQ ID NO: 101 and the characterization of its coding sequence. 

20 However, the discovery of properties of a purchased material does not make Applicants the 

inventor of that material. The identification and characterization of a purchased material also 

does not make it novel. The purchased material necessarily contains SEQ ID NO: 101, as 

attested by the fact: 

"the cDNA insert was obtained and sequenced. The sequence of this cDNA insert 
25 is shown in Figure 1 and is herein designated as DNA68862-2546." 

The fact that the Incyte clone necessarily contains SEQ ID NO: 101 and its purchase by 

Applicants evinces conq)lete conception by Incyte and communication of that conception to 
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Applicants prior to any date on which it can be shown that AppUcants possessed knowledge of 
the invention. 

New Formal Matters, Objections, and/or Rejections: 
5 Claim Rejections - 35 USC § 112 

Claims 1-9, 1 1-20 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply 
with the enablement requirement. The claim(s) contains subject matter which was not described 
in the specification in such a way as to enable one skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and/or use the invention. 

10 The claims are directed to or encompass an isolated nucleic acid molecule "wherein said 

isolated nucleic acid has acyltransferase activity." The specification lacks guidance for making, 
and working examples of, a nucleic acid molecule having acyltransferase activity. Furthermore, 
there is no nucleic acid molecule which has been identified in the prior art for which this activity 
is known and could be extrapolated to SEQ ID NO: 101 . In view of the breadth of the claims 

15 and the total lack of direction and working examples provided by the inventor, it would require 
undue experimentation for the skilled artisan to make and/or use the claimed invention. 

Claims 1-6, 9, 14-20 are rejected xmder 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter which 
20 was not described in the specification in such a way as to reasonably convey to one skilled in the 
relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. 
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The amended claims are directed to or enconq)ass a nucleic acid molecule having a 
recited percent identity to a nucleic acid molecule encoding amino acids 109-353 of SEQ ID NO: 
102, or a nucleic acid molecule encoding a polypeptide con53rising amino acids 109-353 of SEQ 
ID NO: 102. The present specification describes an isolated PRO polypeptide, comprising an 
5 amino acid sequence having at least about a recited percent identity to an extracellular domain of 
a transmembrane protein or any other specifically defined fragment of the full-length amino acid 
sequence (page 8, paragraph 0014). However, the present specification does not specifically 
define the 109-353 fragment of SEQ ID NO: 102 as either an intracellular domain or an 
extracellular domain. Figure 102 discloses three transmembrane domains. Thus, the 
10 extracellular domain(s) depend on how the polypeptide is arranged in the membrane. Support 
for the one arrangement implied by the present limitation to the exclusion of the other cannot be 
found in Figure 102, which raises the issue of new matter. 



Conclusion 

15 No claims are allowable. 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, TfflS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1 .136(a). 
A shortened statutory period for reply to this final action is set to expire THREE 
20 MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
_the end of the TIplEE-MONTH shortened statutory period, then the shortened statutory period 
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will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 



Any inquiry concerning this communication or earlier communications from the examiner should be directed to 
David S. Romeo whose telephone number is (571 ) 272-0890. The examiner can normally be reached on Monday through 
Friday from 7:30 a.m. to 4:00 p.m. If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Brenda Brumback, can be reached on (571 ) 272-0961 . 

if submitting official correspondence by fax, Applicants are encouraged to submit official correspondence to 
the central fax number for official correspondence, which is (671 ) 273-8300. 

Customers are also advised to use Certificate of Facsimile procedures when submitting a reply to a non-final 
or final Office action by facsimile (see 37 CFR 1 .6 and 1.8). 

Faxed draft or informal communications should be directed to the examiner at (571) 273-0890. 

Any inquiry of a general nature or relating to the status of this application or proceeding should be directed 
to the Group receptionist whose telephone number is (703) 308-0196. 



final action. 




David Romeo 
Primary Examiner 
Art Unit 1647 
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